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(57) Abstract: Novel substituted carboxylic acid derivatives which bind to human peroxisome proliferator-activated receptor Qf 
(PPARQf) as a ligand thereof and activate the same to thereby exert a lipid-lowering effect, an arteriosclerosis-preventing effect, an 
anti-obesity effect, a hypoglycemic effect, etc.; and a process for producing the same. Namely, substituted carboxylic acid derivatives 
represented by the following general formula (1) and pharmaceutically acceptable salts and hydrates of the same; and a process for 
producing these compounds: (1) wherein R 1 represents trifluoromethyl, optionally substituted phenoxy, etc.; R 2 represents hydrogen 
or lower alkoxy; R 3 , R 4 and R 5 represent each hydrogen or lower alky!; A represents NHCO- or CONH-; X is located at the p-position 
concerning A and represents oxygen or sulfur, or X is located at the p-position concerning R 2 and represents oxygen or sulfur, and 
n is an integer of from 0 to 2. 
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7 *-AK^t Ste^i&ttfcftM&tf b]f SiM^i&Mfb^ $g 

*«H(Ob h PPAR a T -f V7t-Afc^t5fi9ittMfflttW 

& £ #3S0J! & JHfc#l J; o T WE * S # £ ft ©0!l * o T 
0S#PI££ft£ fc©T?fct&^o 

1) 

ZzUAzUELL±il 1- ')7;i/tD^;i/)7x^ji/U^-n/1t;i/;^>r;i/l 



o 




4-[2-(x h ^r^*;i/^x;i/)-i-"/^;i/]-2-^ h **>£A#tt(670 

mg,2.39minol)> 4-( h U 7 )V* o ^ x > iV7 ^ >(523mg, 3. 
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OOmmolK h U if^7 ^ >(831/zL, 5.95mmol ) flBzkffiflj !✓ 
> lOmL £$g£U *tt*#T 2-* DD-1,3-^^;W ^ ^V" U 9 
p ^ K(590mg s 3.49mmol)£fl&7j<JI<fb.X 1/ > 20mL Jc^fr b 
iTbfco O-CtC-C 4R$iaift#&£jfc*fc 0.5mol/L^7.kf^ 

Jt«#*HB m/z 437(M + ). 
(mm #12-7) 



(« 1) 




*ffi0<l n 
2 2 



R 1 R 2 R 3 



R 5 R«#*HI(M/Z) 



3 
4 
5 
6 
7 



4-PhO 0CH 3 C 2 H 5 

4-0Ph(4-F) OCH3 C 2 H 5 

4-0Ph(2-0CH 3 ) OCH3 C 2 H 5 

4-0Ph(4-0CH 3 ) OCH3 G 2 H S 



4-0CH 2 Ph OCH3 C 2 H S 



4-CF3 OCH3 C 2 H 5 



H 
H 
H 
H 
H 
H 



C 2 H 5 451 on 

c 2 h 5 461 on 

C 2 H 5 479 Of) 

C 2 H 5 491 (IT) 

C 2 H 5 491 (IT) 

C 2 H 5 475 (If) 
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2-[[4-[iV r -[[4-( h U 7JVt0^fiV)7x^ji/]^?ji/]i)^f'f 
;i/]-3-^ h 7 xnjl/]^ ^;V]ffi®xf-;K900mg, 2.06mmolK 2 
mol/L ^ttfo* h V t? A 5mL SIM * J -;V 150mL 60°C 
"C 4^MJnmJ»^UfeoSJte*&*l6b»e«&*3K^T 2mol/L^^ 
t-Kffii: bftfai UfeSSUfcttlBU ^K^m^^b 640mg(76X)©*«rti 

IHj^ 122- 124°C; fCS#flffil[ m/z 409(M'); 
7D*#*Ht(X) C 21 H 22 F 3 N0 4 (409.40): 
ff-JEtt C, 61.61; H, 5.42; N, 3.42. 
HtHi! C, 61.25; H, 5.40; N, 3.44.; 

(mmm 9-15) 



o 




3 



WO 02/44127 



PCT/JP01/10355 




R* R 3 R 4 *t£5C 
(M/2) 



7CfSl#«r(%) 



9 0 4-CF 3 OCHj CjH s H 395(M + ) C 20 H 21) F 3 NO 4 

10 2 4-CF 3 OCH, C 2 H 5 H 423(M + ) 

11 1 4-PhO OCH, C 2 H 5 H 433(M + ) C 26 H 27 N0 s 



12 1 



13 1 



14 1 



4-OPh 
(4-F) 
4-OPh 



nam 

C 22 H 24 F 3 N0 4 ff-JFtt 
2/3H 2 0 H m ft 
«-*« 

ft - J?{1 



OCH, C 2 H 5 H 451 (M + ) C 26 H 2S FNO s 



OCH, C 2 H 5 H 463(M + ) C 27 H 2 ,N0 6 

(2-0CH 3 ) lit 

4-OPh tf#M 

OCH, C 2 H 5 H 463(M + ) C 27 H 29 N0 6 

(4-ocH 3 ) nmm 



15 1 4-CF 3 H C 2 H 5 H 379(M + ) C 2 „H 20 F 3 NO 3 



mmm 



C60.76.H5.10.N3.54 
C60.48.H5.05.N3.48 
C60.68.H5.86.N3.22 
C60.45.H5.54.N3.28 
C72.04.H6.28.N3.23 
C71.74.H6.28.N3.28 
C69.17.H5.80.N3.10 
068.77. H5.87.N3.05 
C69.96.H6.31.N3.02 
C69.78.H6.32.N3.09 
C69.96.H6.31.N3.02 
C69.82.H6.29.N3.10 
C63.32.H5.31.N3.69 
063.31. H5.29.N3. 72 
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N-l\4-( h')7)!/tp ^;[/)7xzii/1^)i/1-4-^)i;; iv^yXT 



o 




9 V 7 $ ;i/7il/r t F&(230mg, 1 . 50mmol ) \Z jfifl; * =J- U > 15mL 
J&V h »J x^;i/T S >(529/zL, 3.75mmol )£ JP^.7K^ Ufeo »#T 
£ D P g&x7-;K162/zL, 1.65mmol)%iP^ 10#!S#&4-( 
;^P^^h>^jI/7 5. X220//L, 1.50miol)£?8T U — l&g 

'H-NMR (400MHz, CDC1 3 ) £4.74 (2H, d, J = 5.9 Hz), 6.56 (1 
H, br s), 7.49 (2H, d, J = 7.8 Hz), 7.63 (2H, d, J = 8.3 H 
z), 7.94-7.99 (4H, m), 10.09 (1H, s). 

X7 5 H 
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l H-NMR (400MHz, CDC1 3 ) 5 4.18 (3H, s), 7.59 (1H, s), 7.63-7. 
66 (3H, m), 7.81 (2H, d, J = 8.3 Hz), 8.48 (1H, d, J = 7.8 
Hz), 9.92 (1H, s), 10.08 (1H, s). 




7;i/3>#||TCt 60%7km^^ r U * A(*fit£)(50.0mg, 1.2 
5mmol)£Ift7.kx F7t F o 7 7 > 3mL b?.Kft bfco h U x?- 

;u 2-***^ U- Y (298/zL, 1.23mmol) £I#7kT- h 7 t h* o 
7 5 > 5mL biiSTbfeo ITHTf 1 B# M# bfco fh 

4-( h U 7 ;i/tn^iVh>^ihf*;^;K>X7; K(380mg, 
1.24mmol)£ffi&zKT- h^b F o 7 7 > 6mL Ci^llTUfeolTH 
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mmbtzo mt>ntz%iwm*zr h7th'D77> : x^-;i/ (i' : i 

v/v) 20mU::^frU lOp^S^ Am&r£ffiJ£(70mg)£ft];i, %4l 
fiE 294kPa (IT 7 ($fg tR^^SQ £ ft o oSiSH Tttti £ 

$ fl-^*1t> : P^x^;i/=3:lv/v)iCTm^b, 341mg(68%)0^ 

H»#firiil m/z 407(M + ). 



W&ftVffe m/z 423(M + ). 




(mmm 20) 
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o 



o 



F 
F 




#-[([4-( hij7^D^;i/)7 ^;i/)-5-h K □ 3^>-2 

h^r^>^>X7^ F(326mg, 1 .OOmmol )© N,N-i? * h T 

X H 5mL i6ft£MfcT«#TJfcR# U.£A(166ig, 1.20ramol). 
yutmMx-T-friMjLLl, 1.06ramol)^^Px. 7^F^^#Ufco SJfo 

7 4-(^fcB*H : ff|xfM:lv/v)tTilb^ 388 

mg(94%)cD^M^^tl^^e^H B a h bTtf fee 
SS#*rfi m/z 411(M + ). 

(^»J 21-23) 



3) 
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n 


R 1 


R z 


R 3 


R 4 


R 5 


SC*#*rfiS (M/Z) 


21 


1 


4-CF 3 


OCH3 


H 


H 


C 2 H 5 


411 (H + ) 


22 


1 


4-0Ph(4-F) 


OCH3 


H 


H 


C 2 H 5 


453 


23 


1 


4-0Ph(2-0CH 3 ) 


OCH3 


H 


H 


C 2 H 5 


465 (H + ) 



(mmm 24) 



OC 2 H 5 




tf-[[4-( h U 7;^a^;i/)7i^ji/]^fii']-5-t Kp**>-2- 
p< h ^*MyX7 ^ H(2.55g, 7.84mmol)©I&2fcx* J 50mL » 
$Bft£40 o C£Tj&#T2R&'fb* U ^ A(310mg, 5.52mmol)^jQx.fco 
VK^xf-;K0.725mL, 4. 94mmol )£ JOX. 5 ff&IBIJa 
#fc»&Ufco£j&«£SSK53U2(cRtfS* '7 £ A(210mg, 3.74mmol) 
2-7P ^ Vffi^x^;i/(0.485mL, 3.30mmol)£ia & 17 ftMft] 

U >b ^" 71^ ^ n?K77^ -0§tBr& fl-^tf^iBf&x 
f-^/=2:lY/v)fcT»» 2.02g(59%)©^M'fb^#J^M6^ a s a ^ b 
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H*#*f« m/z 439(M + ). 

(mmm 25-27) 



(^4) 




ill 


n 


R 1 


R 2 


R 3 


R 4 


R 5 


nmnmrn (m/z) 


25 


1 


4-CF3 


OCH3 


CH 3 


CH 3 


C 2 H 5 


439 (IT) 


26 


1 


4-0Ph(4-F) 


OCH3 


CH 3 


CH 3 


C 2 H 5 


481 on 


27 


1 


4-0Ph(2-0CH 3 ) 


OCH3 


CH 3 


CH 3 


C 2 H 5 


49300 



mmm 28) 

r.vr/!/-r[4-( uujkjtu ^ji/)7xz)i/i^;i/iit^^>f ;H 
-4- ^ k»->7x;»-> 




[3-U-[[4-( h U 7^tD^^)7i^il/]^iV]A;Wt^H 
-4-p< h 31 y ^r->]^^x.5 1 -;i/(345mg, 0.839mmol h lmol/L zK 
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Wtiki- h V t> h 5nLS(fx^-;i/ 5mL tM&L, 1 mMtiumMM 
bfco m%'&7k 10mL lmol/L b*ftBbfc*§fll 

IM, zRffi&tefllb 312mg(97%)®l!M<b£#3£&£^lt£: bTtf 

o 

m& 148- 149°C; RSafttt m/z 383(M + ); 
7G*#*f«(X) C 18 H 16 E 3 N0 5 (383.32): 
WrfttiL C, 56.40; H, 4.21; N, 3.65. 

mmm c, 56.24; h, 4. is,- n, 3.64.; 
mmm 29) 



134- 135°C; WMfttifm m/z 411(M + ); 
7GH#tr^(%) C 20 H 20 F 3 N0 5 (411.37): 
ff-gfit C, 58.39; H, 4.90; N, 3.40. 

mmm c, 58. 20; h, 4.90; n, 3.37. 
(mmm 30-34) 




3 
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(*5) 




m n R' R 2 R 3 R 4 SttiC 5c§ft#*T(%) 

(M/Z) 

159 



30 


1 


4-CF 3 OCH 3 


H H 


383(M + ) 


C la H 16 F 3 N0 5 
1/5H 2 0 


ff#ffi;C55.88 f H4.27,N3.62 
H5H{i;C55.76 t H4.11,N3.56 


31 


1 


4-CF 3 OCH3 


CH 3 CH 3 


411 (M + ) 


C 20 H 20 F 3 NO 5 


ftgM;C58.39,H4.90 ? N3.40 
M SO fit ;C58.1 1 .H4.87.N3.44 


32 


1 


4-OPh 

OCH3 

(4-F) 


CH 3 CH 3 


453 (M + ) 


C 25 H 24 FN0 6 
3/10H 2 O 


ff»Hl;C65.44 f H5.40 f N3.05 
H jliHi;C65.36,H5.32,N3.08 


33 


1 


4-OPh 

OCH3 

(2-OCH3) 


H H 


437(M + ) 


C 24 H 23 N0 7 
2/5H 2 0 


tf^M;C64.83,H5.40,N3.15 
H SI M;C64.88,H5.36,N3.03 


34 


1 


4-OPh 

OCH3 

(2-OCH 3 ) 


CH 3 CH 3 


465(M + ) 


C 26 H 27 N0 7 
1/5H 2 0 


tt-g{I;C66.57,H5.89,N2.99 
m ffl 1H;C66.50,H5.83.N2.84 




(1 


%mm 35) 










2- 


Hz 






-3 
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o 




CH 3 O 



167- 168°C; Wmfrffim m/z 439(M + ); 
7C*^*ftf(X) C 24 H 22 FN0 6 -1/10^0(441.24): 
gMFft C, 65.33; H, 5.07; N, 3.17. 
MM®. C, 65.22; H, 5.04; N, 3.11. 

(HJM36) 




2-* b *iy-4-^>i?)lt5-is$:BmM(0^ffl 5: 2.58g, 10.0 
mmolK S>7 x~;i/ ij h* (2.75g, lO.OmmolK h'Jxf;i/7 

*>(1.05g, lCOmmoDStf t-7 9 J — )V 30mL£*g:£U 24 
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$U 0.5iol/L r U *A*«F«U fg|P^m7j<T*li*^^m 

h^77 >r -(fcffii* n-^*tf >:#&x^;v = 3:2v/v)tT)|i8!iU 
1.60g(49X)©««fc£toS*ft«&i|*<fti: Itllfeo 
Kft#«ftt m/z 329(M + ). 

(HflM 37) 



N-(A-y h 3^>-2-^ h^i/7xr;i/)*;wn>i £-7* 

^M1.65g, 5.01mmol) N 10%/n* 9 V V h S^^ft^(300mg)S tfx 
* 7 lOOmL 294kPa7jcm*njET7? 0.5 BSfflzkJR'fb 

IfeollISMbx^; -frumft'&UMItmmL, 1.20g(100%) 

R*#*ftf m/z 239(M+) 
(gffiffl 38) 

ik 
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0"V OC 2 H 5 



CH 3 



O 



7V-(4- ti K n *i/-2-t h ^i/7 xn;i/)ft;WN* ^ yW. £-7*^;i/(l. 
20g, 5.02mmol)© N, N-*J * * A T ^ K 20mL^^t^^tT 
mWTmm* U <? A(763mg, S^mmolKyn^It^^MeH^l, 
5.52mmol)^Snx. 9 BfF^lft ft b fe^-^^S b ft o SIS?* £2kzk* 

bttffi bfeo aS«S U o 7 F ^7 7 -f - (Slli* n- 

^^it> : »Kx^;w=1:1v/v)K:"C||§BUn 9OOmg(94X)0£JHb£ 

fC*##ffll m/z 325(M + ). 

(HJS^J 39) 



2-[4-[( t-7 h ^r^)7j;i/**-;i/T 5. 7 ]-3-* h * 7 x 7 * >> ] 
f£Hx^;i/(800mg, 2.46mmol ) £ h U 7;i/;*-ntfil 20mL £ri-£b^ 




CH 3 



O 
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att 2 mmmwbtzo mm® v >; 7;i/3j-ntt»&»jETS*u 

tH bfco tttH*tt«l*«a^ h U »> A"«ftjft*«»b 330mg(60%)CD 
«*#flffli m/z 225(M + ). 
(^J£0>J 40) 

[4-rf4-7x;»-V7x^Jly)7^ K 7 S K ] -3- >t K * 7 x y * 1 




0^0-Y OC 2 H 5 



CH 3 



O 



R*^«f« m/z 435(M + ). 
(HflSfll 41) 



CH, O 
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WMfrmm m/z 411(M*). 

(nnm 42) 




®g#*rffi m/z 407(M + ). 



(HM 43) 




SS##rflt m/z 383(M*). 



(##0J 1) 
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9- fc K P * */ -4-^ > V 2k a * ^ ^ -^^^ * ^ ;i/ 



o 



CH 3 o 




o 




2,5-^b h* n*$/£j&§ft* f-;K10.4g, 61.8mmol)©-7-te h > 1 
OOiL Jg«[K:||-fb^>^;K7.44mL > 65.7mmol);atf$&* U tf A(8. 
34g, 64.0mmol)£in£ 6B#^MM^bfco jtt^^SJiS* &7J< * £ 

US Si: bTff fee 
Il^fi m/z 258(ff). 

(##$J 2) 




##09 1 ^nat ITi 

ft##Hi6 m/z 258(M*). 



3) 
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o 



CH 3 0^ 

CH 3 o 




o 




2-t K U^-is-^-^y V )\s f-;i/(7.22g, 28.0mmo 

IK ?-;V(3.50mL, 55.9mmolK &.WLt> V t> A (7.78g, 56.0 

mmol)45 «fc ^ ^,H^;^il/A7^ K HOiL ^^-^ b 4.5 Btfg^ 

7.43g( 98%)(Dmmih&%*m&ffimt vrm tz 0 

gfi#*ffc m/z 272(M*). 
(##0J 4) 

?.- ^ S ap- ^ -S-^ > ^ ;i/ £ jfc -v » ±±Jk 




Afrlftm m/z 272(M + ). 



(##01 5) 
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O 



Her 
ch 3 o 




o 




2-t b*2/-4-^>^;V**^gjaSK^^;K7.40g, 27.2mmolK 
lmol/L fcWtfci- h "J V AzkiS*ft 130mlL 43 «fc * * ^ - ^ 250mL * 

WMfrffim m/z 258(M + ). 



6) 




##01 5 tmmt Lxmm<h&m*mtzo 

mmfrtirm m/z 258(M f ). 
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(##$J 7) 



o 



Her 
ch 3 o 




H 



O 



2-^ h ^^-4-^^;i/^H#ffi^ ^;K20.2g, 112mmolK N-7u 
**^>WS F(20.8g, 117mmol)x MW.it^ > "J J M726mg, 3. 
OOmibD^.klfEHffi'fijIK* 300mL £r££b 4 fla^M^ b fc ot^ 

m^^ti^^7ib^^^tsia^m7K"e^#mmiibTffiMo4-^n 
^^^;i/-3-^ h^j'SJSSi^;^ 37g »fc 0 tetftbtitz 4 

^ >(34.0g, 243mmol)St>" 50%l«£?l£b 3 HSHIina&jISIE b fc„ 

loomi fcflax. 5 n#fH;onfift»SKbfco n p*;i/a 

•CJfttB bfeo «ltii^* 2mol/L7K»'fti^ h U * t-^if Us ft 

^bfc2k»«*»«[|ft'C»tti: bfco «fffi bfctfcJ»£«ISls 

bT 7.27g (Dmmfc&^Zntco ItitS^ D n *;i/Affflffl^?I 

> : ^^y-;i/=10:lv/v)(CTJ»JHbN 3.00g ®^jg<b£$r £ft > £ 
ft 10.3g(51%)©mM^fj£^fi£»*^ btffeo 
^-NMR (400MHz, CDC1 3 ) 5 4.17 (1H, s), 7.59 (1H, s), 7,64 
(1H, dd, J= 7.8, 1.0 Hz), 8.38 (1H, d, J = 7.8 Hz), 10.08 
(1H, s). 
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(##$J 8) 



^CH 3 0 



4-*)U K )l-2-* h 3^>^,iM(7.27g, 40.0mmolK ^h^Oi? 
;K4.76mL, 40.0mmolK fitM* U £ A (8. 37g, 60.6mmol)43 * tf, 
F^f;V*il/A7^ H 50mL $1^ b 16 H$fg|gS8&# bfc o 

it 9.30g(86%)©giM{bi^«^ft&?[«tJ2: vxmtz 0 

K*#*ffi[ m/z 270(M + ). 




(^IM 44) 

4-f?.-(:c N ^r v > t ;u tK n Ji/ )-T=f- )i 1-2- ^ Ljcjk^i^M 



o 




7iV3>IBlT!:t £-7 h K * U £ A(3.94g, 35.1mmol) 
£flft7kr- h7b F D 7 7 > 80mL teMM b7KtfrbfcoM#T h U x?- 
)]/ 2-*^*y h (8.85g, 35.1mmo) ^I^tRt 1 N 7 t F07 
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7> 20mL Kl^blTbfe, ITHTt 1 BfP^M#Ufc 0 4- 
^;i/^;i/-2-p< h ^^>^m#^^>^;K7.91g, 29.3mmol)£]$7.k5 : - 
h7hFD7?> 30mL iC^^b^Tbfco iTHTtlST! 4.5 

Bllft*y'JA^^D7hy77-f-(lllJ* u-^dp^>:i^K^ 
*;i/=5:lv/v)fcT*ll*(U 9.50g(88%)© 3-(4-"<> S^**^* ;U 

ftftftfttf m/z 368(M + ). 

ffktifc 3-(4-^>^;v^^^>*;i/^^;v-3-^ h *s/7 xx>i/)- 

2-x^-;i/T 7 i; ;i/g|x?-;i/(9.50g, 25. 8mmol ) £ x # y 300mL 
fc*if»U I0%rt?i>*7 A&&tSlx$(1.00g)£Zra;U «J^LJE 294kPa 

7.00g(97X)©£fift£»fcfc6fflttfci: bTfcfco 
fCS##ffil m/z 280(M*). 

(XMffl 45) 

R-^ 2J£ikj£i£ >>-?.-* b ^->-yV-r T4-( M)7JI/i-D){f Jl/)7i^ 
;b 1 >t ± 2k 1 ^ > * t 5 K 




2-^ h J r^-5-^>i/*;i/^^e/^S#^(2.59g J lO.OmmolK h U 
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x^;V7 ^ >(2.10mL, 15Ammo\)RXfi&ih* 9- V V 100mL£M£i U 
jjc^ft^T^ n D ^Kx^;v(1.07mL, 11. Ommol )£;&□*. 10 
bfeo 4-( h U 7JVtD^^;i/)^>^;i/7^ >(1.57mL, 11. 

0mmol)^m{bp<^l/> lOmL UiP^fco^Mt? 2^P^jt#^- 

wmfrmm m/z 4i5<n + ). 

($«g0!l 46-47) 

mmm 45 tpi&ic iti 6 £^-ribi^£f#fco 

(316) 



o 






R 1 


Mass 


(M/Z) 


46 


4-CF 3 


415 


(M + ) 


47 


4-OPh (2-OCH3) 


469 


(M + ) 



(mmm 48) 
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fi-fc K n b *<s -N-\\A-( M)7)l/±D^J^7x^Jbl 



o 




-;i/]^^h>X7 5. K (4. 15g, 9.99mmolh 10%^7$?£A£*S 
rSSM 500mg N iixf;^!^;-^® 1 :l(v/v)S.£$8& 200mL 
£rll% 294kPa CtTk^UO^tTofeoS^lTtil^i 

ilU Mtt^^ltbT 3.25g(lOO%)0gtM'fb£tJ£^£l^ll£: IT 

ff*#*frifi m/z 325(M + ). 
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CH 3 

mm® R| Mass (M/Z) 

~~49 4-CF3 325 <T) 

50 4-OPh (2-OCH3) 379 (M + ) 



(mnm 51) 



O 




2-;* h ^>-4-^>$/*;i/;fr^>£,f #^(3.39g, 13.1imo1K 4-(4 
-7;vtD7xy^i/)^v$;;V7^>(4.57g, 21.0mmolk MJx 

^ >(4.89mL, 35.9mmol) fcJI87j<Jfi'fb.* ? U > 80mL£rI£ 1/> 
7JU$S;#T2-^ nD-l,3-i?^JV'f ^ ^ V" U 0 A * n 7 K(3.32 
g, 19.6mmol)^J3^7j<m^bp< =f- V > 20mL Ci&fr b*&T bfeo & £ 0°C 
£T 30 ft, gMt? 4^ii#tSj£it 10%^^>^ 7 Jc^rts 0.5m 
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^Bm.x-3-)\<t^# J -;i/<£> l:l(v/v)rI£n£S 300uiL UI£U 
353kPa izXykmmnZfi o tz o&fo&T '&M1&*Mffi btz'& 

m^tLxmtzo 
mm^mm m/z 367(m*). 

jfftm® t h PPARa 7 'f V 7 A IzM t S fcfcJW 
(ttlftffl 1) 

t§«tfc chomi^ mmom^®?® Mkm&mmt t h m ppar 

cc© U K^^r^J^ {Biochemistry, 1993, 32., 5598) i:©!^ 
lei^^It^f^ftT-y^ =• ^ K(S 

TRATAGENE *±) > Zfctfrt8B«*Pffl © 7 X ^ J * T)\<V 7 x ^ - -tz 7° 
"77, \ h* (PROMEGA *±) £ D # 7 x ? h 7* 5. > T *B JfiL ifltt J!S £ X 
□ h7>77x^i/3>ifco?Ot 10%SFCS/DMEM 4>T-^&flj£tJ 
%mULX 24B#Pi§^£M;i'^7 x7-i??£tx£$J£U flSP*fi££ 

# ^ 0^ 4 b ^ -c & £ - ft a ( i ) t* $ ti z> s & # ; i/ # > s m m & r 

V c Z0mM±&®$tl%>MmTFlZ%(Dfrmyiltil b h PPAR a T 4 V 
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i . -tts(i) 



R 4 
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R 1 _ _ X- 

^}-(CH 2 )n- A -^' ft> x OR5 

R 2 



(D 



2 



1 4 ©fift^m R 3 ^^ R 4 (i|S]-S)^vw±^M 
^oTzR^H^XfiM^m l fr£ 4©{gi&7;i/*;i/g£giu R 5 & 

*mm?Xfi£ffSS 1 fr£ 4 ©MT;i/*;i/S£itU Ali-NHCO- 
b^5#X& R Z 1i&i6fc# b/^7fit^ 0s Xtt A«ft3£CD^7ffi 

^±1^2 ft* ffl&tf £*©**&&! „ 

2 . R 1 /b 5 h U 7;i/tn^f;HTfe5i^S 1 lBtt©H&* > 

im##£tf€©ii#j±i^£ftsmo 
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1 2 . -JK5£(1) 




r* or 5 ( 1 > 



iIS^bt^t^>I^7 xy ^>»X{;»gm&^ bB&g£^ 

mmm^r^tmnm^^^. u r 2 



i 3 . -jftau) 



R 4 



R 1 
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^^Z7kmm^yiitmmm i 4©mt;u*;u«£Iiu r 5 & 
jkmm^xizfcmm. i 4®ffiS7;i/*;i/£&siu a&-nhco- 

Xtt-CONH-fr £/?!U^tl5££^U x ©aftfiili a s&^ft 
ho 

1 4 . -83(1) 
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&oTzfcH«C : FXfcfcJS**R l *6 4 ©{MT;i/*;i/^£ltu R 5 & 

Xli-C0NH-*6EB£iIii£«S5S&g u x 0SHtIii A a&gfctt 
b^^>E^(i R 2 B^*^^r b^^^T-afe 0, Xli ASMo/^fi 

(±0*6 2 0»jR**t"]tf si? VRR^t^SV^O 

i 5 . -jead) 



■ fcfcV^ bB&g£W Ut^tfe^^7xr:;i/I, Ilift^ b« 

bt V^T* AV^^>^;i/*^S/ai**l/N R 2 «7jc^M^X(±j^^m 
1 *6 4<Dfift7^3^J/|i*«U R 3 ^t>° R 4 (±|s]-$)^V>ttlB^ 
fcoTTk^M^X&l^ifc 1*6 4 ©<£g*7;i/*;i/££iEU R 5 « 
TK^M^FXtt^^a 1*6 4 ©<£&7;i/*;i/££^U A&-NHC0- 
XI±-C0NH-*6jjKa$t&«5£;££U X ©liiiia A gg|^£*f 
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1 fr£ 4 (D\&m.7frl 3^>S£^t b^ R 3 ^t>* R 4 & fe] — & £ ^ }i |g 
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